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DETAILED ACTION 

Applicant's arguments, filed 9/12/2008, have been fully considered but they are 
not deemed to be fully persuasive. Rejections and/or objections not reiterated from 
previous office actions are hereby withdrawn. The following rejections and/or objects 
are either reiterated or newly applied. They constitute the complete set presently being 
applied to the instant application. 

Response to Arguments 
Claim Rejections - 35 USC §102 

The rejection of claims 2, 6, and 8-10 under 35 U.S.C. 102(b) as being 
anticipated by WO '298 is maintained. 

Applicant argues that the nanoparticles of WO '298 are composite particles that 
require an organic polymer among other components. In contrast, the instant invention 
does not have these components. 

Applicant's arguments have been fully considered but are not found persuasive. 
The claimed invention uses open terminology to describe the contents of the 
nanoparticles (i.e. containing) and are open to such components. 

The rejection of claims 3 and 11-18 under 35 U.S.C. 102(b) as being anticipated 
by WO 03033592 (WO '592) is maintained. 

Applicant argues that WO '592 relates to a polymeric micelle composition 
comprising an amphiphilic block copolymer composed of a hydrophilic block and a 
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hydrophobic block. There are no block polymers in the nanoparticles of the present 
invention. 

Applicant's arguments have been fully considered but are not found persuasive. 
The claimed invention uses open terminology to describe the contents of the 
nanoparticles (i.e. containing) and are open to such components. 

Claim Rejections - 35 USC § 103 

The rejection of claim 5 under 35 U.S.C. 103(a) as being unpatentable over WO 
03033592 (WO '592) in view of US 3701745 (745) is maintained. 

Applicant repeats the arguments made given for the rejection of claims 3 and 11- 
18 under 35 U.S.C. 102(b) as being anticipated by WO '592. Furthermore, Applicant 
argues that one is not likely to look at '745 as this patent is drawn to coating dispersions 
used to coat plastic film and paper products, and such a composition would not likely be 
safe or pharmaceutically acceptable for a drug delivery system. 

Applicant's arguments have been fully considered but are not found persuasive. 
The Examiner addressed Applicant's arguments regarding WO '592 above. In 
response to Applicant's argument that '745 is nonanalogous art, it has been held that a 
prior art reference must either be in the field of applicant's endeavor or, if not, then be 
reasonably pertinent to the particular problem with which the applicant was concerned, 
in order to be relied upon as a basis for rejection of the claimed invention. See In re 
Oetiker, 977 F.2d 1443, 24 USPQ2d 1443 (Fed. Cir. 1992). In the present case, '745 
gives a general teaching of polymers that may be used as components in micelles. 
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Furthermore, 745 does teach that oleic acid is useful in micelle chemistry. Specifically, 
it states "In general, those non-ionic surfactants which lower surface tension of water to 
not less than about 40 dynes/cm, and preferably to not less than 42.5 dynes/cm, are 
operable. These include polyoxyalkylene derivatives of various compounds such as 
those of octylphenol... or nonylphenyl, of sorbitan esters such as those of lauric acid, 
palmitic acid, stearic acid and oleic acid... A sufficient amount of the non-ionic 
surfactant is included in the reaction medium to produce micelles of the polymerizing 
monomers." Thus, oleic acid may be used as a component in micelles. The Examiner 
maintains that it would be obvious to substitute the carboxyl terminated lactic acid of 
WO '592 for oleic acid, as these compounds are functional equivalents. 

The rejection of claim 7 under 35 U.S.C. 103(a) as being unpatentable over WO 
9941298 (WO '298) in view of US 6159381 ('381) is maintained. 

Applicant argues, in addition to the arguments presented above regarding WO 
'298, that one is unlikely to look to the water paper treatment art, which is the subject 
area of US '381. 

Applicant's arguments have been fully considered but are not found persuasive. 
As stated above, the claimed invention uses open terminology to describe the contents 
of the nanoparticles (i.e. containing) is open to such components. Regarding the 
reliance of '381 to support the rejection, as stated above, a prior art reference must 
either be in the field of applicant's endeavor or, if not, then be reasonably pertinent to 
the particular problem with which the applicant was concerned, in order to be relied 
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upon as a basis for rejection of the claimed invention. In the present case, '381 was 
relied on for the teaching that carbonates are used to cause alkaline earth metal salts to 
precipitate from aqueous solutions. The Examiner maintains that it would be obvious to 
substitute a carbonate salt for the sodium hydroxide of WO '298, as these compounds 
are functional equivalents. 

The rejection of claim 19 under 35 U.S.C. 103(a) as being unpatentable over WO 
9941298 (WO '298) is maintained. 

Applicant argues that the nanoparticles of WO '298 are composite particles that 
require an organic polymer among other components. In contrast, the instant invention 
does not have these components. 

Applicant's arguments have been fully considered but are not found persuasive. 
The claimed invention uses open terminology to describe the contents of the 
nanoparticles (i.e. containing) and are open to such components. 

New Grounds of Rejection 
Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 24 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. Claim 24 recites "mixing a fat-soluble orfat-solubilized water- 
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soluble drug and a C6-C24 fatty acid or its salt in a ratio of about 1 :30 to 1 :0.03". It is 
unclear if this is a respective ratio (that this is the "fat-soluble or fat solubilized water- 
soluble drug" to "C 6 -C 2 4 fatty acid or its salt" ratio or the "C 6 -C 2 4 fatty acid or its salt" to 
"fat-soluble or fat solubilized water-soluble drug" ratio. The weight ratio ranges "0.3 to 
0.01", "5 to 0.01", and "1.0 to 0.05 " are unclear for similar reasons. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

(e) the invention was described in (1 ) an application for patent, published under section 1 22(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351 (a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 

Claims 3, 11-12, 15 and 19 are rejected under 35 U.S.C. 102(b) as being 
anticipated by WO 9941298 (hereafter WO '298; US 6685966 ('966) is an English 
equivalent and will be referenced hereafter). WO '298 discloses drug-containing 
nanoparticles provided by causing primary nanoparticles containing a hydrophobic 
active material (fat-soluble drug) to act with alkaline earth metal salts (bivalent metal 
salts) to give secondary nanoparticles, and causing bases such as sodium hydroxide or 



potassium hydroxide (a monovalent basic salt) to act with the secondary particles (see 
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'966: col 1, lines 51-61; col 4, lines 39-65; col 7, lines 34-35; Examples 1-2). The 
nanoparticles are solubilized with at least one emulsifiers such as C 6 -C 2 4 fatty acids and 
other surfactants (see col 5, lines 13-29). The particles have a diameter of 0.21 microns 
(21 0 nm) (Example 1 ). The Examiner is giving "200 nm" in instant claim 1 9 only one 
significant figure, and is thereby interpreting 210 nm to be encompassed by 200 nm. 
The exemplified nanoparticles are prepared by causing the primary particles to act with 
calcium chloride to give secondary nanoparticles and causing sodium hydroxide to act 
with the secondary nanoparticles (see '996: Example 2). 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 



the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
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the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claim 24 is rejected under 35 U.S.C. 103(a) as being unpatentable over WO 
9941298 (hereafter WO '298; US 6685966 ('966) is an English equivalent and will be 
referenced hereafter). WO '298 discloses drug-containing nanoparticles provided by 

1 ) mixing a fat-soluble drug with a polymer to create initial nanoparticles 

2) mixing the initial nanoparticles with one or more emulsifiers such as C6-C24 
fatty acids and surfactants such as polyethoxylated alcohol to make primary 
nanoparticles; 

3) mixing at least one alkaline earth metal salt (bivalent metal salt) with the 
primary nanoparticles to make secondary nanoparticles, and 

4) mixing sodium or potassium hydroxide (a monovalent basic salt) with the 
secondary nanoparticles to make tertiary nanoparticles (see '966: col 1, lines 51-61; col 
4, lines 39-65; col 7, lines 34-35; Examples 1-2). 

The drug:C6-C24 fatty acid weight ratio may range from 33:1 to 1 .1 :1 (see col 5, 
lines 30-32; Examples 1-2; 33:1 is calculated from 41/1.25 and 1 .1 :1 is calculated from 
41/37.5, where 41 is the weight of the drug in grams calculated from 145(500/(500 + 
1250), where 1.25 is calculated from (1250)(0.001), and where 37.5 is calculated from 
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(1250)(0.03) where 1250 is the weight in grams of the polymer from Examples 1-2). 
The surfactantfatty acid weight ratio may range from 1 .7:1 to 0.57:1 (1 .7:1 calculated 
from 2.144/1 .25 and 0.57:1 calculated from 2.144/37.5 where 2.144 is the weight in 
grams of polyethoxylated alcohol and 1 .25 and 37.5 are calculated as above). The 
alkaline earth metal saltdrug weight ratio is 0.05 (calculated from 2.1 14/41 where 41 is 
the weight in grams of the drug). Enough sodium or potassium hydroxide is added to 
bring the mixture to a pH of 8-1 1 (see col 8, lines 4-8; Example 2). 

Instant claim 27 is a product-by-process claim. "[E]ven though product-by- 
process claims are limited by and defined by the process, determination of patentability 
is based on the product itself. The patentability of a product does not depend on its 
method of production. If the product in the product-by-process claim is the same as or 
obvious from a product of the prior art, the claim is unpatentable even though the prior 
product was made by a different process." In re Thorpe, 777 F.2d 695, 698, 227 USPQ 
964, 966 (Fed. Cir. 1985). See MPEP § 2113. The claimed tertiary nanoparticles are 
prepared by a process comprising the steps of a), b), and c). Although the 
nanoparticles of WO '398 further comprise an organic polymer, such a component is not 
excluded by the claimed invention. 

WO '398 fails to recite the "basic salt" to "monovalent to trivalent basic salt" 
weight range of 1 .0 to 0.05. 

It would have been obvious to one of ordinary skill in the art at the time the 
instant invention was made to optimize the amount of sodium or potassium hydroxide to 
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find the instantly claimed range, as WO '298 teaches adding an appropriate amount of 
the salt to reach a pH of 8-1 1 . See MPEP § 2144.05, II. 

Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to PAUL DICKINSON whose telephone number is 
(571)270-3499. The examiner can normally be reached on Mon-Thurs 9:00am-6:30pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on 571-272-0616. The fax phone 
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number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Michael G. Hartley/ Paul Dickinson 

Supervisory Patent Examiner, Art Unit 1618 Examiner 

AU1618 

December 19, 2008 



